Abstract
Introduction
Anxiety is a severe general disorder, observed all year round (1), with general symptoms and a set of apparent behaviors and inner suffering (2) . Pathological anxiety is an inappropriate response to unclear stimuli. These people tend to overestimate the hazards in a particular situation, and also overrate their own ability in dealing with perceived threats and physical and mental harms (3) . In these people, anxiety is identified by a 
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series of physiological changes including; increased heart rate and blood pressure, increased blood flow to the muscles, tremor, sweating, vigilance, irritability, and impaired self-image and self-esteem (2) . In anxiety and phobia, certain neurotransmitters are changed, and most of these changes occur in the serotonergic, noradrenergic, and dopaminergic systems (4) . During anxiety, nor-epinephrine responses cause physiological changes, and the reduction in post-synaptic receptors of adrenergic α-2 depends on the increase in nor-epinephrine (4) . Various studies have noted the significant increase in nor-epinephrine in social phobia (5) .
The results of 24-hour urine test in patients with anxiety indicate increased levels of nor-epinephrine metabolites. Moreover, in these studies, it is believed that increased activity of the sympathetic nervous system due to anxiety is the cause of mortality (6) . Several studies have suggested that an increase in catecholamine secretion from sympathoadrenal system affects anxiety (7) (8) (9) , and pointed out the dysfunction in serotonergic systems in generalized anxiety disorder (10) . Selective serotonin re-absorptive inhibitors, benzodiazapines, and tricyclic antidepressants in treatment of anxiety disorders, have many useful applications (2, 11) . Frequently, antianxiety medications have many side effects, leading to other complications, for which other medications have to be administered. There is evidence that benzodiazepines are not favorable because of their dependence and addiction effects. Even though tricyclic anti-anxiety drugs have fewer complications, still their use is restricted due to side effects. Therefore, for effective treatment of anxiety disorders and lasting health, other methods must also be considered, one of which being relaxation (11) . Relaxation therapy is a systematic training approach in a variety of forms, for patients to understand physiological responses and to acquire a physiologic perception and indication of relaxation and relief without the use of tools. This treatment method affects physiology of the body through reduced metabolism, heart rate, and its contractile power, respiratory rate, epinephrine release, and blood pressure (12) . Studies have shown that relaxation has a positive impact on reducing anxiety and improving memory (13) . Relaxation techniques also reduce anxiety and mortality in people with heart problems (12) . It has been shown that relaxation reduces anxiety in the active phase of labor without reducing pain (14) . Given that medical therapy, especially with neuroleptic drugs, has always been with many side effects, and even in some cases; including during pregnancy, use of these drugs is largely restricted. The present study was conducted with the aim to find if relaxation therapy is effective in reducing anxiety. If so, can it be used as an alternative to the usual drugs prescribed for treatment of anxiety disorder?
Materials and Methods
This is a quasi-experimental study, with study population consisting of all patients with generalized anxiety disorder, attending psychiatrics offices and clinics affiliated to Bushehr University of Medical Sciences. The study sample comprised 30 patients with generalized anxiety disorder selected out of the population by convenient sampling method. Study inclusion criteria included having generalized anxiety disorder for at least 6 months, aged between 18 and 45 years, not having organic disorders, retardation, primary depression, and other psychiatric disorders requiring treatment, no history of thyroid diseases or taking medication for these diseases. Furthermore, generalized anxiety disorder was the chief complaint in patients, who had not received psychiatric treatment or medication, or at least three months had passed since they stopped medication. In addition, patients had declared their desire for participation in the study and treatment for 3 months. All participating patients were educated to a (16) were used. Also, to measure epinephrine and norepinephrine levels, their metabolites (meta-nephrine and nor-meta-nephrine) were determined with ELISA method using the German-made IBL Company's laboratory kits, at the Persian Gulf research laboratories in Bushehr.
For the purposes of the study, a preliminary assessment of patients was carried out, which involved a semistructured psychiatric interview, and completion of questionnaires and scales, categorized by a psychologist. Tests included Beck's and Hamilton's anxiety scales, and also collection of 24-hour urine samples for evaluation of epinephrine and nor-epinephrine levels. Urine samples were collected when patients were resting, and were not taking medication. Samples obtained were centrifuged in a cool acidic environment, and then they were maintained in micro-tubes at -20 °C. After the interview and the preliminaries, patients were randomly placed in one of the three groups; medication, relaxation, and combined (medication plus relaxation). Type and dosage of the drugs were decided by a psychologist, and included benzodiazapines and tri-cyclic anti-depressants. The sessions for the relaxation group were held 3 times per week for 3 months, each lasting 45 minutes approximately. Before commencement, a written paper containing training notes and a compact disc containing explanations on how to cope with anxiety and relaxation techniques were issued to the patients. For the combined group, as well as relaxation techniques, medication was also prescribed concurrently. The second stage assessment for all groups was carried out one week after treatment with Beck's and Hamilton's tests, and also measurement of epinephrine and nor-epinephrine hormone levels. Data obtained were analyzed using SPSS-16 software, with descriptive statistics, and Pearson's correlation coefficient, dependent t-test, one-way variance analysis, and Tukey post hoc. Also, no significant difference was found in terms of gender, age, marital status, education, and occupation between experimental groups with each other and with the control group. The results of the study indicated that there was a significant difference in pre-test/ post-test mean scores of anxiety, epinephrine, and nor-epinephrine between relaxation, medication, and combined groups, and participants' scores in all parameters had a decreasing trend from pre-test to post-test. However, no significant difference was observed in the control group scores. (table 2) Mosguy & Ruddle's study also showed that relaxation and exercise could cause reduction in anxiety and in mortality in heart patients (12) . Studies by Almeda et al. on the effect of relaxation on reducing anxiety and pain during active stages of labor indicated that relaxation reduced anxiety without affecting the pain (14) . Hudtz et al. also showed that relaxation, through neuropsychological and psychological systems could reduce anxiety and cause better memory function (13) . In the opinion of Granwest et al., behavioral and cognitive therapies including progressive and applied relaxation were effective in treatment of anxiety (19) . Results of the present study show that use of combined methods (relaxation plus medication) is effective in reducing anxiety scores in patients with generalized anxiety. Studies by Prochesca et al. also indicate that whilst combined therapy is effective, there is no difference between the three methods of relaxation, medication, and combined (20) , which is in line with the results found in the present study. According to the studies by Granwest et al., it was found that there was no significant difference between treatment methods of relaxation and combined (19) . Investigations by Mitt Christian did not find any significant difference between single treatment methods and the combined method, either (21) . Studies by Bystrobetski et al. comparing treatment methods of psychotherapy and medication therapy, singularly and combined, showed that combined methods was more effective (1). Strauss et al. showed that the best and longer lasting treatment was the combined method (relaxation plus medication) (9) . Other results of the study showed that there was a clear relationship between anxiety and levels of epinephrine and norepinephrine in the body. Studies by Hux, Watkins, Blumenthal, Cohen, and Sherwood also showed that anxiety was related to the autonomous nervous system and increased mortality through cardiovascular disorders (6) . Also, Reynard et al. state that catecholamine such as epinephrine and nor-epinephrine increased in stress and anxiety conditions (22) . Studies by Cameron et al., White and Depao, and Azorat also confirmed a significant increase in nor-epinephrine and changes in the performance of noradrenergic system in anxiety disorders (5, (23) (24) . Studies by Hux also indicated the increase in nor-epinephrine metabolites in 24-hour urine in patients with anxiety (25) . Studies by Ayela are also indicative of increase in certain neurotransmitters in anxiety and social phobia, and also that nor-adrenalin responses change the timing of anxiety status, and that there is a reduction in post-synoptical receptors adrenergic α-2 together with increase in nor-epinephrine activity in anxiety. According to their studies, it was identified that social isolation in monkeys caused an increase in nor-epinephrine in cerebrospinal fluid (4) . Also, Reynard study showed that in male and female rats, maternal separation caused chronic anxiety and affected the central adrenal gland responses, and gender-wise changes in epinephrine and nor-epinephrine levels (22) . The results of the present study showed that medication treatment with benzodiazepines and tri-cyclic antidepressants were effective in reducing anxiety scores in patients with generalized anxiety. In this regard, Raylon studies showed that benzodiazepines reduced anxiety level by 60% (11) . Strauss showed that, despite a number of adverse sideeffects, short-term use of benzodiazepines is effective as anti-anxiety drugs (9) . Research by LeCathia indicated that Gabaagonists such as benzodiazepines were effective in reducing anxiety in anxious people (26) . Williams (2) and Raylo (11) studies also indicated effectiveness of medications such as beuspirones, benzodiazepines, and specific cerotonine re-absorbing inhibitors, tri-cyclic antidepressants, anti-histamines, β-adrenergic antagonists in generalized anxiety disorders. Since serotonin receptor agonists and serotonin re-absorption inhibitors are the drug of choice in treatment of generalized anxiety disorder, therefore, tri-cyclic antidepressants that delay re-absorption of serotonin from serotonergic synoptic gaps, through regulating serotonergic system, could also be effective in treatment of generalized anxiety disorder (27) . Many drugs used in treatment of anxiety disorders are accompanied by abuse and withdrawal reactions. In addition, these reactions are heightened with long-term use, and use of these medications in many people cause chronic lethargy, and anxiety returns with more intensity after stopping the medication (11) . Given that the results obtained in this study did not show any difference between different treatment methods, and since anti-anxiety drugs have
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